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* NOTICES * 

JPO and INPIT are not responsible for any 
damages caused by the use of this translation. 

1 .This document has been translated by computer. So the translation may not reflect the original 
precisely. 

2.**** shows the word which can not be translated. 
3. In the drawings, any words are not translated. 



DETAILED DESCRIPTION 



[Detailed Description of the Invention] 

The manufacturing method and usage I. of plasma protein liquid pharmaceutical preparation Field of 
invention This invention relates to the manufacturing method and usage of the liquid pharmaceutical 
preparation of plasma protein, especially blood coagulation factor liquid pharmaceutical preparation. 
When it states more concretely, this invention relates to the treatment of the inherency by injecting 
with or pouring in these pharmaceutical preparation continuously so that the coagulation factor level 
concerned in liquid pharmaceutical preparation with stable Factor VIII and Factor IX and blood may 
become fixed, or a acquired plasma protein deficiency disease. 

II. Background of invention A. Coagulation Fixed blood protein interacts in the cascade of 
proteolysis-activation, and the coagulation of blood takes place according to an "internal cause 
system path" or an "external cause system path" of finally changing a fusibility fibrinogen into an 
insoluble fibrin. These fibrin fiber constructs a bridge and forms the scaffold of a clot. Coagulation 
cannot take place without fibrin generation. 

Proteolysis-activation of the :(1) factor XII which an internal cause system path becomes from seven 
next steps; when;(3) active-type factor XI to which (2) active type factors XII cut Factor XI, and 
activate it cuts Factor IX Cutting of Factor X when (4) active type factors IX interact with the active 
factor VIII; which activates it — (Five) active type factors X combine with the active factor V on the 
front face of the film, activated; — ;(7) fibrin monomer which; (6) thrombin which the complex cuts 
prothrombin in proteolysis and makes generate a thrombin cuts a fibrinogen in proteolysis, and 
makes generate a fibrin meets, and it becomes fibril. A bridge is constructed over it by Factor XIII. 
If :(1) blood vessel which an external cause system path becomes from the next phase explodes, the; 
(3) factor Vila-**** factor complex activated by Factor Vila by proteoly sis-cutting will cut Factor 
X, and will activate the; (2) factor VII combined with the **** factor which is the lipoprotein to 
which Factor VII exists in **** besides a blood circulatory system. It is the same as an internal 
cause system path after that [ of an external cause system path ]. 
That is, these two paths share the three-stage of the above-mentioned last. 

After one of the plasma protein and a coagulation factor IX ("CFIX") are compounded by hepatocyte 
as a 415 amino-acid polypeptide by liver, posttranslational modification of them is carried out to a 
glycoprotein with a molecular weight of 56,000dalton by the carboxylase which requires a vitamin K 
as cofactor. Therefore, CFIX is one of the "vitamin K dependency" plasma protein groups. 
Factor VII is another vitamin K dependency coagulation protein with the size similar to CFIX, and 
structure. 

The non-vitamin K dependency protein factor VIII is far large protein, is in 300,000dalton (300kDa) 
**, and has molecular weight. This is activated by the thrombin. A thrombin makes Factor Villa 
(active type) generate by cutting Factor VIII by several places. In plasma, it combines with a von 
Willebrand factor (vWF), and Factor VIII circulates as complex with vWF which stabilizes an 
unstable factor VIII molecule. 

Various coagulopathies will be encountered if the balance of the cascade which participates in an 
internal cause system path is disturbed. The deficit or reduction of a phase (4) of an internal cause 
system factor X activation component ("TENAZE (tenase)") brings about the coagulation state of 
impairment known as a hemophilia. 
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y, mfo*y^?n%t*z&^i-z>rf, c\tihKm.2>*?ifxit 

*wmm^&^x re ^ ^ ^Km«^>A^fj tit, mnzmAttz 
itm^M^KUibh^ 9 y*?Mx$>ox, Mno.mttzteijiMtiB.m^t lx 

■to ziihimmmmfcmttcimnmt Lt^t^ 0 tr^ ^ ^k^^&m 

5>y^?%\zit, S^-H, H^-VII, H^-IX, H^x, 7-07^^0, :/otM 

*fE*£H*K£^T l~#tf ? ^ >K^#t4jMii^ y^?m tit, JEH;%mAZ 
tzltM%>)<OtfiLm*^m®hti2> ? W^fT^cT, <JiM> tiL^HHT-i^fi 

xif&r&o zyKfcm±tio.m*y^?'gKit® : ?-viiity *y-yj v 
mmmv^^x rs^-ixj (s^* r^ss^ixj > tit, ft®&m®m& 

o 

*wmm^&^x rs^viiij (ttzit rmmm^^i ) tit, ftm&mm 
m&<7>-mmmmx, skmmmiz&mtc&Lmm? y^?nzm-to ±mm^m^ 



(20) &m;2 001-515460 

*W«B*Hfe^T r*^«[#S!»#JJ tit, fo*-WLfrk LT#^i-&7g#ffifi£ 

-To t h^5F^#ia»i«^:37j^ (37«c) -c** 0 
ft ( 4 t?) titifrjRfij£<*>-o-?;fc* 0 

*w«h#h*^t smt\ tit, mfo<Dm\\K * y) mfom^mfo^WLttz 
\tmmm.Kmffi*t:itKmm?2> z t *m-t 0 
*wmitKis^x ruTMuj tit, &<»mm£&mimM^<v®jt*mTo 
*wmm^&\<>x rwj tit, m.^%^mstr^^m.<omm^^-ro 

v - 1 tz it -e m&m wmm t tz it l t v> & ^ m ^ jugg « §• 0 
k j: o-r t h t tzim®<Dfo\*uz%)n*m\'r2> z t *m-r 0 



(21) ^2 001-515460 

*WiW»»c*v»T r*»psarj ti*, ran* «&i*§i*u jgisi*K j®#f*k & 

*9MB»K*v»T riSSIIfl9KM ! §TSiji#J fctt, fe#t£<7)0#, #@#4 

5fe3?w-c*v»f^ffl(o*i*t ux<i^ti^igt, *3?ttx^ffi»i«itf3«ai 

&< t <>30B|HIj(i^Stt, L < fi^-C/J^ < t ^540 BM ^^tL& i htm 
4 JOUR? ^^^fC<7>f^ttii % ^*#tcftjP,*L4^j£^j:ci r i$«f^^T*L-c 



(22) 2 00 1 -5 1 546 0 

i fz it m % mm <r> « 9 > *9 s s * & * (5?- * a# * mm *. *i*&tg* 
h 9 vjsVx.-? 9m®<owm. wx.a&m, a, y>/<»u m*t?) 

m^r 11 . HT-VII, H^-IX, g^-x^ ^nf^>C> ^nf^ ^S^ i^nf 
± 12 PHjHMiftt#«J *> J S^J <0 PHfc ^ 5e <*> W ^JK fllx_tf5.8~6.8?5$g 



C23) 1$S|2 0 0 1 -5 1 546 0 

JBfc^O.ls <j*;iV<J ? h;u (O.lnM) ~1000n*/l (1M) T&zz.tififtt L^o 4 

o ftaiftPajWtt^WftaW^^^^^ajKS: 50-1000^ 'J*x*;i/A (mOsm/L 
SOOmOsm/L-e^tLffJ: 19 8f 4 L < , 150- 350m0sm/L-c& *u** fcgf 4 L^ c 



(24) 13*2 001-515460 

ti 1j fo's-fj A j * y , v v a -f * > js X ?>V£ jiv > 
S t < fi^ *fc&WLfoWMteM.itli fr'y^ A<7)J; 9 & # ;w>"> a ^- >-(7)^^?I 

, NaC1<^aij^ { i^i0Or*fc^,&i £ Afi L < > A-f * xaiftjgf*^-?) 

ss^jopHic.toT^iij-r^o sua <*> pH/&% 6 . 2-c & & m& * * -> ^ A 

14* affile #Sto#**»#m>rft*ttflJLT<>J:v» 0 ico 
T(i, ^'J-fen-;K ^ -> K (DMSO) % *° 1; y> a y 



(25) 1fg?2 001-515460 

(PMS) , vyy) yx.?-)s>jn)x-)V, h V ^ vv if*) a- 

;K ,f;xfl/>^ij3-jl/ ("PEC") 200, PEG3O0&£ ^{}PK4O0<7) J; ^ 
U>^>J x y7n^l/V^ijn-;p, h >J fcTW/^V n-)K *°<J 
7*0 fe: ("PPG") 425, PPG725, PPC1000, PPG2000, PPG3000^,^ 

v> {i PPC4000<7> io^yoi:i/>^i;3- <b <> 

^-C* »9 > #7k^^^^ jp EG200(O i.9 4xf l/v/ija-^tiiis h'J^n 
t: W ^ y a - )W PPG425, PPG725, PPC1000& & ^ (± PPG2000& ^ y n fc? V > 

, ^WJflLil^>/N^fi^H-7-VIII-e*l9, ^^^#^'PPG425 > PPG725$fcfiPP 

Giooo^f ^^n e jw-c$>^ 0 

tttfl t U T fi , ^'J-bO-;V, DMSO, PMS, & 4 <,> f ± PEG200, PEG300f fj PEG40 
^^^xfl/>^ij3-M, *i>VMSPPC425, PPG725, PPG1000, PPG2000 
„ PPG3000f ^ PPG4000<7) J: 9 ^^u t"l/>^>J ^rt^f £ *L* o 



(26) <&m2 001-515460 

fi^ft< .h^lSOBM, 3 fcfcJfFi L<J44?fc< 540Q in, *<>$f£L< 144? 
4 < i: 3 *K$ktitiZ>o 
mfoft<0 imttzit^rfliik±<r>s5a.m^ > *9 HtoWtLVLfrt tz&JEISV^fr 

vni^> (ifli^B^0ffl(7)) m^v^zi* lmttzii *ft&±<7> 

3& W <?> ^ 2 i L v> 3M* t4 , l m * tz »4 -£ *m± ^ jflLtH * y * * MrfXZ. L X 

^tl, -?-c7)J: n ftUfeKlt, rn-^^30CK) (Arrow International^, 
•9" ■f- 2. — -fc 7 y *N ^ * — )V) ^ — ^ y K2001 (MiniMed Technologies;^, 

# y * )i> =.rm V )W - ) go J: 9 fcflj&tt KiMfiT S * «K > >^4rffl ^ * 

3t£ fc(4*#^£A ; 5 ~* y K 504S (MiniMed Technologies^) ^H-f D >V100 
(K-Tron V100;Disetronic Medical Systems^, ^^V^^H^^h^*) <D X 7 

14 1: Fny;Hi#:^e,<oteR, L < J4>?-*i»b £ Kami: Kn^;K^#?L1* 

* <t CF/f fc<4 fc Fny*©ftj|tti J: tf/S f4 * RfttoojSaffcWSs-j- 
ajtf'j >; v>*jJ*V ^Dt^^'j 3 4 Affirm* "^-jWt 
Jfi*#fc*fc to^P>ol£tfc ; W4> a-fl/oJ: 9 

)i><D&im& «fc tf/J >fc n K n $*;kz>5£ j£l4*s «£ tf/S £ (4 ? > ^ ft 
stm<7)iSJt5rpsi5-r^*° , ; wxo* ? *ffi*4fctt#lMtfm#y vHWfcftA'e- 



(27) 001-515460 

K£&/i/b9o -^ili^ *^50^/mL^ii 5 |tjl500^/mL^-^(7)^E'S:-^x. 

, &tL<it, *<v?y^?nK&m%%fcm*i>tch?ztfimif;<D£M%^ 

^•IXa ; > ? - « b U -f-y y J y M\£ 9 - *?y° VT )V7 r Y 7°i/ y -4 y \i \£ 

*-<r>± n *z<Dm<n?y^? , g.$mm m^z^ i*&9 y^tnw&m ; 

#?y^?M<vj:7%?y;*?%&m%k$t?y^?M&m^<Dm&%i!)*&2>o 

*%m<Dm$Ki&mzth&&m?y>**'g.<DWtmt. if^ 5 Mwi:*5EL 
v^ 0 ^oifam? ^/^Kt^h^ix-c&sii^ ^§g^J4><7>eg^-ixo 



(28) m$k2 0 0 1 -5 1 5 46 

^Mfc-ft* A, PH6.8) -e{j > ^100^/mL (0.4mg/mL) £ftgo H-?IXfejg 

(200~~600jji#/mL) |W| DS^IXfe&T 7 ^ - ^ 4 -« S£ & £37^-? 

ig*-**fco*iTitiHiLfc (@4) 0 *3MJS#Jt>J: *}ftt£&&li (Wx.tfpH5.8 
-6.2) -e, 600t£fc/mL (2.4mg/mL) <^|W| C®**X&&T 7 1 -7~ 4 -ffig^n £ 

8-14) 0 

: v>m, ?*.>m. x^twt. mm, %m, m^m, *<om<r>G&nttzit* 

ft h <Di&c?> J: $ %mWjM ; hUtKo^>'^^7?^r/ (TRIS) % ^ 
mm., ikmm, ^(o^^WA^Xxf^fth^m.; T*^fr\*ym*i?<offlm 

yif — A/kfny K> (FVP) , *K»; t'UV^U =r-;u (PPC) , 

(PEG) ;7^f, ?!)x.tf 7*/*7 

&mm, -mm. ^<d^<dr^\l^ ; zm&m^ *y. mux* 

, -v 's*j a -i * y, -?yifyj* y %&tt— ffi£JS-f * yftt' ; EDT/V} j 



(29) &3k2 001-515460 

ft* u- hM ; — h - fr*? v y - r )v a - ; f r 'J ^ a 

T>^e-^^<7)J: -5 ; is£Xf/$ £»i>K'j v;w*- h^jKa^tv- 

<?)<t ?*#^*^®?£14aJo 

1 « i tz Wt Z ti&>±<Dfa.m 9 y ft tio TS4t * O <fc * 

(*S#W=t& 3, 773, 919^- ; Rffl#ftft58,48:L!§-) , L-yfrfr * ymt 7 -^)V 

)V ? * - y (U.Sidmant, .Biopolymers 22: 547-5 56C1983)) £7fcji*K'jG« 
9 9 'J Jl/«2-fc Kn^f 5/xfjp)S fctijef-V-V tf-;VT-bx- h CR. Langer p, , D 
. Bi omed . Mater . Res . 15 : 167-277 (1981) ; R. Langer , Chem .Tech . 12 : 98-105 (1982) 
) ?)3tfr<j-7-, &&v>ti>K'J-D-C-)-3-fc Kn*->g&& (^#^^133,988^- 
) i*t5>Kis*to»t-rtt*^ 0 ijiJkttjiiift^v^^fltjitjattKtt 

^y^® U>J*V-.Mi, fc;|rCV**#tt, ^JX-ffDE 3,2 

18,121; Epstein .Proc.Natl . Acad. Sci. (USA) 82: 3688-3692 (1985) ; Hwang t, t P 
roc. Natl .Acad.Sci . (USA) 77: 4030-4034(1980) ; EP 52,322; EP 36,676; EP 88,0 
46; EP 143,949; EP 142,641; Jjf^flB 58-118008 ; #4,485,045^ j; 

1^^4,544,545-^- ; EP 102, 324fcfE5£$ tlTW* «fc ? fc#8;m>-f tl^ig LT 
fccfc^o 'J#V-A|ia#, /hS^ (^200-800 



(30) 2 0 0 1 - 5 1 5 4 6 0 



(31) 1^200 1 -5 1 5460 

J: o J: O-VJ (iilcf AtS ^feO^r y Yb LMn 0 <£ >9#f 2 L 

&l<oM&lt, *?kW<D!f&m? >vt*JHMBl*«, IiTlIL4<t^ 

o 



1 

(32) 001-515460 

2&W?>$£ffl£GS5EL«J: -5 k~i~2> & OTfifr v^ 0 *$&W<D35mz%i§&W<D!gMkm. 

A. m 

ii8?%n„ a p (cfix-ht) : Y$m&b, mjxytmtxn*? 

Baxter/Hylandft (# U 7 * ;p - T *H ^ > 7*- )W OfiMCofcto Lfc <£> 

*R*>:*:SB# (70-80%) HJ^y^tf?- (iai) -e^ 

»@ H^-D^^E/^jjaaiSa (cfix-sd) : cfix-ht^ rat* civ h*-??*- 

2>tc)£)K } ) yffl. Y V -n-zr^f- )U (TNBP) tf'U > X-lOO-e^tg t ) £ff 



(33) ft$k2 001-515460 

g^IX-M (Hyland) : # \) 7 * )V=. yifW y^y^*- ji^Baxter/HylandfrK £ 
^JR>f *>tt#14Stt hH^-IX^ey * n-^;ufet# (fctFIX-Mab) <^>7.5i; ? r 

H^IX-M (DHL) : i; - 9 > n y ? *J 4 )V<7)flRC~j x n-A-*7>Ki 
ftffi (ARC Derome Holland Laboratory) -cmUZtltzffitmBtmffio CFIX-SD£ 
«7GU 4QtW MgCl a fl5#^f tStFIX Mah^H jij^ jH:<?)^, 1W NaC/IlOnW 

T#| » L o Jtflltt t SDS-PAGE{i , FIX-MpMp a n <OiWJR*«^ TtL& 95% tf** 
7JV7rt^> (ARC/A9) : Alpha Pharmaceutical sft^ &&e>#ft$|$£& 

* n v ^77-f -ic^tt&d £ K X -oX^QotzubKm^ Lfc&O-C, Alphas 

i?>^ARq^^|4, l c^t^'bOo 

(ARC/M9) : io*ttaPBa^»SWll*«, HSB-fkLfefibH^DtEy * 

^7 5 >7^d-^to^d , 7 h/57^ - J: oT\ Armour Pharm 

aceut1ca1stt*««ii L fco 

CFIX-M (DHL) /DEAE^O.OlMt^^.O.lM NaCI ,pH6.8Cfc * 
) tca*fi-&3&S 0.02M^x>R^ j. 1; (NaCit) ,0.11 NaCI ,pH6.8 



(34) 0 0 1 -5 1 546 

g-^-D^gT' y -trxf 3 > ^ ^ j, (Kontakt) -f =y y kAPTT (Pacific Haemo 
stasisft) t%n i &m^- JX ^lSn.m. (George King £ fcfiUni versa! Reagents^ 

aCI % 0.1%y*/faf$ > (BSA) £ J; 0*0.01% J> * >f - y 20*^-?% 0.0 

@B#M!t (Electra 900 Automatic Coagulation Timer) t7yt^U 0 t"<D 
2-?*tzl*ZtiVA±<Vtfcm$%.$:&#>yzo 



^ 1 

wG.SK&if&m^-ixmmmn (loo^/m-i) (Dmmm^^mm Ow^ed 







Tl/2 

37t 


Tl/2 

4t 


1 


0.01M t *^v>W0.1M NaCl 


12.0 


310 


2 


0.01M fc *^W0.1M NaCl+lOmM CaCl 2 


41 


540 


3 


0.01M fc W0.1M NaCl+ lOmM MgCh 


10 


305 


4 


0.02MNaCit/0.11M NaCl 


10.0 


110 


5 


0.02MNaCit/0.11M NaCl+40mM CaCb 


5 


300 


6 


0.01M t^f ^W0.1 M NaCl+-^ ]) >, 2u/mL 


8 




7 


0.01M t^fi>W0.1M NaCl+~^ ]) >, 2u/mL+ 
lOmM CaCb 


36 




8 


0.01M fc ^ffy/0.lM NaCl+lmM nyy 


9 





g^-IX-M (JHL) DEAEtfc±Jf* 



(35) 20 01-515460 

(1) fc^f y>li, !||l:4tt\ ?J->Wl£ ^^v^^^-^-x.^ (lfHf 

(2) ^^^^A^v^^i/^AH-B^^x.^i.tti-ci^v^Cs^i: 2#<7)MJt 

(3) ✓n/nmj ^^{iH^IX^^^ftj^.^^ ( 6 #, 7 #) o 

^^.^m-^^TK+^CFIX-W (JHL) ^O.OlMt 7>*Vy ,0.1M NaCI,pH6.8 
^.^">'>-i:^7K) -Cl:10^#^L,T, 0.009M t xfy'A 0.0021^^0®, 0.1 
M NaC\ pH6.8 (M»A) ?>:gjj!$.£&E£ Ki" & ,K b^^->'^^« (tt«r?«B)fc 

(1) Tf5<7)gK^T cfc ? tc, ^*37«c-C^iaL^ 0 

(2) H^-IX^gr y -fe-Y & 9 >"9-- n T^jx 9 W -f -IICLancer Coagulyzer II 
#S*#*?>3t5El££:^<7)g 2 H^1" 0 



m 2 



(36) ^2 0 0 1 -5 1 5 46 0 





mm 


Tl/2 

.( H ) 


1 


0.009M taf-Vls, 0.002M 0.1M NaCl, pH6.0 


2.2 


2 


0.009M t 0.002M ^ ^>m, 0.1M NaCl. pH8.0 


4.2 


3 


0.009M t 7,?-*/^, 0.002M ^oc^g*, o.lM NaCl, pH6.8 

(^^a) 


5.0 


4 


igiffS Atf» 0.05M ^y 


2.8 


5 


^®^AfCD0.5M 


3.0 


6 


f&ffifS A 0.1%PEG4000 


4.0 


7 


$Sf#? A "f»CD 1.0%PEG4000 


5.0 


8 


igtKf^A (f© O.iyoT/U^? > (BSA) 


1.3 


9 


$ltfi8£ A cpCD 1.0%T/P^5 ^ (BSA) 


1.8 


10 


ig8f$f A*CD0.01% h — ^ 


3.0 


11 


i&SftfcAfcDO.lOyo h — > 


5.0 


12 


0.01M t * ^i^V, O.lM NaCl, pH6.8 (i^fflf^ B) 


5.0 


13 


^«^B ip(D O.lM ^ y 2.5mM CaCl 2 


28.0 


14 


$®$& B ■f'CD 5mM CaClz 


30.0 


15 


JM?£ B * CD lOOmM CaCl 2 


30.0 



S^IX-M (DHL) DEAEtt_hif^ 9 Af1r 

i^i^feiWiitii, Recoil *) -e&&o 

(1) * ;w 7 A L & v> i: H-7-IXwftSfett*^flHW ? tt -5 & 0 

( 2 ) WL^mk&MM (^'Jy>, xfi/>/ij (PEG) , r^y^y 

DEAEft_hJf^ff^ 0 ^ H ^IX-M (DHL) N DWEft±if Zftft oT V>&V> B^IX- 
M (DHL) , CFIX-SD, * J: CfARQKJW + © T ^ 7 r ^ >f > (ARC/A9) ^.LfS^jfctf] 
2 t^CMLfc, 



g 3 



(37) 



1$ai2 001-515460 



#3- 


mm 


pH 


FIX 


Tl/2 

37t 


1 


0.01M fc amisfaXM. NaCl 
+10mM CaClz 


6.8 


DEAE 


49 


2 


0.01M fc ^ ^ v^WO.lM NaCl 


6.8 


DEAE 


12 


3 


t J*. ^ 5? >/NaCl+20% i/3« 
+10mM CaCl2 


6.8 


DEAE 


42 


4 


t JX^>>/NaCl+0.5M ^ U V 
+20% V a $S+10mM CaCl2 


6.8 


TV TT» A T7» 

DEAE 


37 


5 


t ^^v'^/NaCl+lOmM CaCk 


6.8 


CFIX-SD 


18* 


6 


fc J*^v*>7NaCl 


6.9 


CFIX-SD 


7 


7 


fc *^>7NaCl+10mM CaCla 


6.8 


ARC/A9 


17 


8 


fc .x^i/WNaCl 


6.9 


ARC/A9 


2.5 


9 


fc ^ v* ^/NaCl + lOmM CaCla 


6.0 


DlliAJii 


43 


10 


fc ^ ^ i? ^/NaCl + lOmM CaCl 2 


6.8 


DEAE 


43 


11 


fc ^. ^ v 5 >-/NaCl + lOmM CaClz 


7.4 


DEAE 


35 


12 


t *^^>7NaCl + lOmM CaCb 


8.0 


DEAE 


16 


13 


fc*^>7NaCH-0.5M y ^> 
+10mM CaCl 2 +20%V a ffi 


6.8 


DEAE 


6 


14 


0.01M fc *5^>70.1M NaCl 


6.8 


FIX-M 


8 



FIX-M=g^.IX-M (DHL) DEABHrJtJf #v Affr 
DEAE= S ^IX-M (DHL) DEAEttJttf * 9 Mfk 
ARC/A9= ARCr ;p 7 r -j- ^ > -SD 
CFD(-SD=ARC CFIX-SD 
^ 3 <Dt*~ $ ~7\z. LTI212 H^-fo 

(1) H^DQi^JWfe^^oT^Sc^bSit* ; CFIX-SDjiCaCI, fc-g- 

; ARC /A9{iCaa, *&ttW}&i>&* fc^^fcFIX-M/DEAEj: >, 

(7, 8f tl, 2^<7>#it) ; DEAEtt±»fS:ifcUTV^^FIX-M«DEAEtt± 

(2) h^-ixjj ij y^'j -> yi:io jgflrr & o 

(3) Octapharma%t^B-SL^^« (13#, WO91-1O4390B8) tf, #3&giJ«>£ 
SEt££-$-x.fcv> (13#) 0 



• * It 

.1 * " 

(38) 1&m.2 001-515460 

CFIX-M (DHL) tt% ^»^»f4fiK^gfoBie»ii^i»t LTW#J?*L* : 

(1) 38=i;^9A (mg) <ji@H^-IX 

(2) 70mg NaCI 

(3) 290mg$r i; > 

(4) 8.8mg CaCl 2 

(5) &ng^x^-->'> 0 

£Of£i*il#f&<*>-g& (lOOng) <§&<7)-o (tK'J 7*0 e W> ^'J 3 -;i/C# 
^•»425)(PPC) ; # i; (->'p< n > XFMS) ; sr\)^ u -)V; $tz tt>fc) 90 

0-1000-7^^ n ij y MWc, ffijt»TW»«*J:0»/4fctt#»Lfc o ^c^, * 
ti^^lOO-7^ ^ a 'J y h /Mttttfc LTW*^>f 7;H:^L^ ?$fflU 37«c 





(0) 


m 14 BK43rt«*»»tt 


PMS 


5.5 


23 


PPG 


14 


50 




11 


36 


7k 


12 


29 



(2) ms\tmmm^KMiii&^^n^JLz>o 

^SH^-VIII (Baxter AHFM) tt3M&S£*«#& fc LTtl#$ *U £*ttt7.5 



■ » 

(39) 001-515460 

(1) 1000~1200^^@g^. VIII (133~160^/mL) 

(2) ^ hT)vy^> ,16.7mg/mL 

(3) U x.* k ^ ^ n - ;w ,2.0mg/mL 

(4) 73^ ijqeju/'J t^fy'V 

(5) 40^ i; ^ ? h )v y y -> y 0 

d<^^10Qng^2.5mLo^ (*° 'J 7°n tf V > ^ <J 3 - ;v(^*425)(PPC) ; # 
'Jxfl/>;i"jD- ;UC5^*300)(PEG) ; J fctivjc) fcft*H»-£*t#«<frfc «£ 
o T #M &lXf/Z fz It mm L , lOOv^^ni;^ hjvfo(;^it^ 0 ^ 
T;W*37<c-c^SL^o 

: ? D ^p c &^fc)t9HH^VIH^ l at lt^ **I (Mega l;0ffice of Biologies Re 
search and Review, p( V-7> Fffl^-tX^) U H^-IX^ifoilcoft 

=b>9 KH-T-VIII^M (Universal Reagents^) £^fflLTfr&o£o 

#Sm?>££t££#:?)g 5 



S 5 



mm 


(b) 




PPG 


23 


44 


PEG 


3 


0 


7k 


18 


29 



(40) ^2 001-515460 

8 (g7, H16J3 J; 0*017) ^ J: c>^ifc«nj9 (Hl8tml9) « i aumo 
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